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CLAIMS : 

1. A specific binding member comprising a human 
antibody antigen binding domain specific for human TGF/3 
which binds the human TGF/3 isoforms TGF/32, TGF/31, or 

5 TGF/J2 and TGF01, preferentially over TGF/83 . 

2 . A specific binding member according to claim 1 
which neutralises TGF/32 , TGF/Sl, or TGF/32 and TGF/3 1 . 

3 . A specific binding member according to claim 1 or 
claim 2 wherein said human antibody antigen binding 

10 domain is for the TGF-0 isoform TGF-02. 

4 . A specific binding member according to claim 3 
wherein said human antibody antigen binding domain 
comprises a VH domain which has the amino acid sequence 
shown in Figure 2(a) (i) or Figure 2(a) (ii) . 

15 5. A specific binding member according to claim 3 or 
claim 4 wherein said human antibody antigen binding 
domain comprises a VL domain which has the amino acid 
sequence shown in any of Figures 2(b) (i) to (v) 

6 . A specific binding member according to claim 5 
20 wherein said human antibody antigen binding domain 
comprises a pairing of a VH domain and a VL domain 
selected from: 

(a) 6H1 VH, of which the amino acid sequence is shown 



134 

in Figure 2(a) (i) , and 6B1 VL, of which the amino acid 
sequence is shown in Figure 2(b) (iii) ,- 

(b) 6H1 VH, of which the amino acid sequence is shown 
in Figure 2(a) (i) , and 6H1, of which the amino acid 

5 sequence is shown in Figure 2(b) (i) ; 

(c) 6H1 VH, of which the amino acid sequence is shown 
in Figure 2(a) (i) , and 6A5 VL, of which the amino acid 
sequence is shown in Figure 2(b) (ii) . 

7. A specific binding member according to claim 6 
10 wherein said human antibody antigen binding domain 

comprises the VH domain 6H1 VH, of which the amino acid 
sequence is shown in Figure 2(a) (i) , and the VL domain 
6B1 VL, of which the amino acid sequence is shown in 
Figure 2 (b) (iii) . 

15 8 . A specific binding member according to claim 3 
wherein said human antibody antigen binding domain 
comprises a complementarity determining region (CDR) 
with an amino acid sequence identified as a CDR in any 
of the sequences shown in Figures 19 (i) to (iv) . 

20 9. A specific binding member according to claim 8 
wherein said human antibody antigen binding domain 
comprises a VH domain which comprises a CDR3 with a 
sequence shown as CDR3 in Figure 19 (i) . 

10. A specific binding member according to claim 3 
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which competes for binding to TGF-/32 with a specific 
binding member according to claim 6 . 

11. A specific binding member according to claim 10 
which competes for binding to TGF-02 with a specific 
binding member according to claim 7. 

12 . A specific binding member according to claim 3 
which binds the peptide TQHSRVLSLYNTIN . 

13. A specific binding member according to claim 3 
which binds the active form of TGF02 but not the latent 
form. 

14 . A specific binding member according to claim 3 
wherein said human antibody antigen binding domain 
comprises a VH sequence of the DP50 germ line, or a re- 
arranged form thereof. 

15. A specific binding member according to claim 1 or 
claim 2 wherein said human antibody antigen binding 
domain is for the TGF-0 isoform TGF-01. 

16. A specific binding member according to claim 15 
wherein said human antibody antigen binding domain 
comprises a VH domain which has the amino acid sequence 
shown in any of Figure 1(a) (i), Figure 1(a) (ii) and 
Figure 1(c) (i) . 
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17. A specific binding member according to claim 15 
or claim 16 wherein said human antibody antigen binding 
domain comprises a VL domain which has the amino acid 
sequence shown in any of Figures 1(b) (i) , 1(b) (ii) 

5 and 1 (a) (iii) . 

18. A specific binding member according to claim 17 
wherein said human antibody antigen binding domain 
comprises a pairing of a VH domain and a VL domain 
selected from: 

10 (a) 1B2 VH, of which the amino acid sequence is shown 
in Figure 1(a) (i) , and 7A3 VL, of which the amino acid 
sequence is shown in Figure Kb) (i) ; 

(b) 31G9 VH, of which the amino acid sequence is 
shown in Figure 1(a) (ii) , and 31G9 VL, of which the 

15 amino acid sequence is shown in Figure 1(a) (iii) ; 

(c) 27C1 VH, of which the amino acid sequence is 
shown in Figure 1(c) (i) , and 10A6 VL, of which the 
amino acid sequence is shown in Figure 1(b) (ii) . 

19. A specific binding member according to claim 18 
20 wherein said human antibody antigen binding domain 

comprises the VH domain 2 7C1 VH, of which the amino 
acid sequence is shown in Figure 1(c) (i) , and the VL 
domain 10A6 VL, of which the amino acid sequence is 
shown in Figure 1(b) (ii) . 

25 20. A specific binding member according to claim 15 



137 

wherein said human antibody antigen binding domain 
comprises a VH domain which comprises a CDR3 with an 
amino acid sequence selected from those shown in Figure 
3 . 



21. A specific binding member according to claim 20 
wherein said CDR3 has the sequence shown for CDR3 of 
27C1 VH. 



22. A specific binding member according to claim 15 
wherein said human antibody antigen binding domain is 
comprises the 31G9 VH domain of which the sequence is 
shown in Figure 1(a) (ii) and the CS37 VL of which the 
sequence is shown in Figure 14 . 



23. A specific binding member according to claim 15 
which competes for binding to TGF-/31 with a specific 
binding member according to claim 18 . 

24. A specific binding member according to claim 23 
which competes for binding to TGF-jSl with a specific 
binding member according to claim 19. 



25. A specific binding member according to claim 15 
which competes for binding to TGF/31 with a specific 
binding member according to claim 22 . 



26. A specific binding member according to claim 15 
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which binds the peptide TQYSKVLSLYNQHN . 

27. A specific binding member according to claim 1 
wherein said human antibody antigen binding domain is 
for the TGF-/3 isoforms TGF-/J1 and TGF-02. 

5 28. A specific binding member according to claim 27 
wherein said human antibody antigen binding domain 
comprise a VL domain with the amino acid sequence shown 
in Figure 4 and a VH domain with the amino acid 
sequence shown in Figure 1(a) (ii) . 

10 29. A specific binding member according to claim 27 

which competes for binding to TGF-/B1 and for binding to 
TGF-/32 with a specific binding member according to 
claim 28. 

30. A specific binding member according to any 

15 preceding claim comprising a single-chain Fv antibody 
molecule . 

31. A specific binding member according to any of 
claims 1 to 29 which comprises one or more amino acids 
in addition to those forming said human antibody 

20 antigen binding domain. 

32. A specific binding member according to claim 31 
comprising an antibody constant region. 
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33. A specific binding member according to claim 32 
which comprises a whole antibody. 

34. A specific binding member according to claim 32 
or 33 wherein said antibody constant region is IgG4 
isotype. 

35. A method comprising causing or allowing binding 
of a specific binding member according to any preceding 
claim to TGF-jSl isoform and/or TGF-02 isoform of human 
TGF-/3. 

36. A method according to claim 35 wherein binding 
takes place in vitro. 

37. A method according to claim 35 wherein binding 
takes place in vivo. 

38. A method according to any of claims 35 to 37 
wherein said binding of the specific binding member 
neutralises said isoform or isof orms . 

39. Use of a specific binding member according to any 
of claims 1 to 34 in the manufacture of a medicament 
for treating an individual to counteract effects of 
TGF-/3 which are deleterious to the individual. 

40. Use according to claim 3 9 wherein said effects 
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are fibrosis promoting effects. 

41. Use according to claim 40 wherein said individual 
has a condition selected from the group consisting of 
glomerulonephritis, neural scarring, dermal scarring, 
ocular scarring, lung fibrosis, arterial injury, 
proliferative retinopathy, retinal detachment, adult 
respiratory distress syndrome, liver cirrhosis, post 
myocardial infarction, post angioplasty restenosis, 
keloid scarring, scleroderma, vascular disorders, 
cataract, and glaucoma. 

42. Use according to claim 41 wherein said condition 
is neural scarring or glomerulonephritis. 

43. Use according to claim 39 wherein said effects 
contribute to an immune or inflammatory disease 
condition. 

44. Use according to claim 43 wherein said condition 
is selected from the group consisting of rheumatoid 
arthritis, macrophage deficiency disease and macrophage 
pathogen infection. 

45. Nucleic acid encoding a specific binding member 
according to any of claims 1 to 34 . 

46. Nucleic acid according to. claim 45 which is part 
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of an expression vector. 

47. A method which comprises use of nucleic acid 
according to claim 45 or claim 46 in an expression 
system for production of a specific binding member 

5 according to any of claims 1 to 29. 

48. A host cell containing nucleic acid according to 
claim 45 or claim 46. 

49. A host cell according to claim 4 8 which is 
capable of producing said specific binding member under 

10 appropriate culture conditions. 

50. A method of producing a specific binding member 
according to any of claims 1 to 34 comprising culturing 
a host cell according to claim 49 under appropriate 
conditions for production of said specific binding 

15 member. 

51. A method according to claim 50 wherein following 
said production said specific binding member is 
isolated from the cell culture. 

52. A method according to claim 51 wherein following 
20 said isolation the specific binding member is used in 

formulation of a composition comprising at least one 
additional component . 
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53 . A method according to claim 52 wherein said 
composition is a pharmaceutical composition comprising 
a pharmaceutically acceptable excipient. 

54. A pharmaceutical composition comprising a 
specific binding member according to any of claims 1 to 
34 and a pharmaceutically acceptable excipient. 

55. A method of treatment of a condition in which 
effects of TGF-/3 are deleterious to an individual, the 
method comprising administration of a pharmaceutical 
composition according, to claim 54 to the individual. 

56. A method according to claim 50 wherein said 
effects are fibrosis promoting effects. 

57. A method according to claim 56 wherein said 
individual has a condition selected from the group 
consisting of glomerulonephritis, neural scarring, 
dermal scarring, ocular scarring, lung fibrosis, 
arterial injury, proliferative retinopathy, retinal 
detachment, adult respiratory distress syndrome, liver 
cirrhosis, post myocardial infarction, post angioplasty 
restenosis, keloid scarring, scleroderma, vascular 
disorders, cataract, and glaucoma. 

58 . A method according to claim 57 wherein said 
condition is neural scarring or glomerulonephritis. 
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59. A method according to claim 55 wherein said 
effects contribute to an immune or inflammatory disease 
condition. 

60. A method according to claim 59 wherein said 
condition is selected from the group consisting of 
rheumatoid arthritis, macrophage deficiency disease and 
macrophage pathogen infection. 
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